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MabThera — a unique approach providing lasting benefits for patients with .
rheumatoid arthritis ‘ ,
Comprehensive long-term clinical success achieved in difficult-to-treat patients following jusy’
two administrations, two weeks apart ' '

Basel, 16 November 2005

Roche today announced positive results of the phase 11 REFLEX study, evaluating the eficacy '
safety of MabThera in patients with theumatoid arthritis (RA), who have had an inadequate
response to anti-TNF biclogic therapy. The date were presented today at the American College of
Rheumatology meeting in San Diego, California and demonstrate that MabThera (rituximab)
significantly improved sll efficacy measures of theumatoid arthritis for six months following a
single course of just two administrations. MabThera provided relief to almost three times as many
patients compared to placebo. Currently these difficult-to-treat patients, who represent at least
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These data herald the start of a unique way to treat RA, a common condition affecting over 21 o E
million people worldwide, in which the immune system sttacks the joints, often causing severe o 1 SON
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swelling, pain, fatigue and disability, Traditionally, biologic therapy is focussed on blocking the

action of an immune systemn molecule called TNF while MabThera is the first and only RA
trestment 1o target specific types of immune cells, called B cells, B cells play s key role in the chain
of inflammatory events thst ultimately lead to the damage of bone and cartilage in the joints,
~ characteristic of RA, Moreover, MabThera’s long-term treatment success was achieved following
just two administrations, two weeks apan, providing a highly convenient regimen.
lyo-
Presenting the results, Dr Stanley Cohen, M.D, Lead REFLEX investigator and Clinical Professor, ;\
Department of Internal Medicine at the University of Texas Southwestern Medical School, Dallas,
comnmented, “These data will be of great interest to both physicians and patients, since they
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suggest that MabThera may offer patients the opportunity of at least six montha relief of their
symptoms with just two infusions. We observed MabThera responses ag being consistently greater
across the broad range of measures we looked at, in particular tender and swollen joint counts and
fatigue.”

Significant improvements across all symptom parameters

The results of the six-month analysis show that MabThera in combination with methotrexate
(MTX), 8 standerd RA trestment, was highly effective, producing statistically significantly higher
response rstes compared to MTX plus placebo: 51% of patients achieved 20% improvement in
signs and symptoms (ACR20' ), compared to 18% with MTX slone. The difference in the two
groups was apperent after 8 weeks and sustained for the duration of the study after enly two
infusions of MabThers, two weeks apart, Over the six-month period, more than five times as
many patients in the MabThers group achieved a 50% improvement in signs and symptoms
compared to MTX slone (ACRS50: 27% vs 5%), and twelve times more MabThers patients
achieved a 70% improvement (ACR70: 129 vs 19%).

Safety consistent with earlier studies

Overall the MabThera regimens were well tolerated, Adverse events experienced were consistent
with those noted in earlier studies of MabThera in RA. The most frequently reported adverse
events in the study were primarily infusion-related, comparable to placebo and mild-to-moderate
in intensity. Serious adverse events were similar in both treatment groups (7% in the MabThera
group and 10% in the placebe group).

About rheumatoid arthritis and MabThera

Rheumatoid arthritis is an sutoimmune disease characterised by inflammation that leads to stiff,
swollen and painful joints. Current trestments include disease-modifying anti-rheumatic drugs
(DMARDs) and biologic therapy such as the antlsTNF drugs.

MabThera is s first-in-class therapy that selectively targets B dells early in the inflammatory
cascade of theumatoid arthritis, B cells are known to play a key role in the inflammation
assaciated with rheumatoid arthritis and MabThera breaks the inflammatoty cescade of RA - a
series of reactions inflaming the synovia and leading to the cartilage loss and bone erosion diat is
characteristic of the disease, and may provide an innovative new treatment even in the most
difficult-to-treat patients, MabThera has a strong heritage in the treatment of a form of lymphatic
cancer called non-Hodgkin's lymphoma (NHL) where over 730,000 patients have been treated




worldwide with MabThera over the last 8 years,

About the study

REFLEX (Randomised Evaluation oF Long-term Bfficacy of RituXimab in RA) is a pivotsl phase
11 study evaluating the efficacy and safety of rituximab in combination with methotrexate (MTX)
in patients with the most difficult-to-treat RA — those with long-standing, severe discase who have
failed to respond or are intolerant to anti-TNF therspy (based on lack of response or toxicity in
accordance with the FDA approved dosage and administration guidelines for the use of anti-TNF
therapy). A total of 520 patients were randomised in this multi-centre, double-blind, placebo-
controlled trial, Patients received either a single treatment course of just two infusions of
MabThera two weeks apart (1000 mg i.v. on days 1 and 15), or placebo.infusions, in combination
with continuing MTX and & two-week course of glucocorticoids, The study was conducted as part
of the overall development programme in RA.

About Roche

Headquartered in Basel, Switzerlend, Roche is one of the world's lesding research-focused
healthcare groups in the fields of pharmaceuticals and diagnostics, As s supplier of innovative
products and services for the early detection, prevention, diagnosis and treatment of disesses, the
Group contributes on o broad range of fronts to improving people’s health and quality of life.
Roche is a world leader in diagnostics, the leading supplier of drugs for cancer and transplantation
and a market leader in virology. In 2004 sales by the Pharmaceuticals Division totalled 21,7 billien
Swiss francs, while the Disgnostics Division posted sales of 7.8 billion Swiss francs., Roche employs
roughly 65,000 people in 150 countries and has R&D sgreements and strategic alliances with
numerous panners, including majority ownership interests in Genentech and Chugai. Additional
information about the Roche Group is available on the Internet (wavw.roche.com).

All trademarks used or mentioned in this release are legally protected.

Reference:

1. The ACR responst is a standard ssccssmient used to measure patients” responses to anti-rheumatic therapies, devired
by the American College of Rheumstology (ACR). It requires a patient te have s defined percentage reducrion in a
number of symproms and mcasureg of their dlseasc, For cxample, 3 20 or 50% level of reducrion {the pereentage of
reduction of RA symptoms) e represented a5 ACR20, ACRSD or ACR?0. An ACR70 response is exceptional for exisring
treatments and represents a significant improvement in s patient’s condition,
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Roche and Gilead end dispute on influenza drug Tamiflu
Strong commitment of both companies to further enhance collaboraton

Gilesd and Roche todsy announced the companies have ended their dispute related to the
companies’ 1996 Development and License Agreement. Under the terms of the amended
agreement, Roche and Gilead will establish a joint committee to oversee the coordination of global
manufacturing - including the consideration of third party licenses for manufacturing = and a joint
committee to coordinate the commercialization of Tamiflu for seasonal sales in the most important
matkets including the United States, Gilead will also have the option to co-promote Tamiflu in
specialised areas in the United States.

William M, Bumns, CEO Roche Pharmaceuticals Division, commented: “The redefined agreement
with Gilead is an important step, Together, Roche and Gilead will be able to focus their efforts even
more on making sure that the needs for this medicine can be met, both for the treatment and
prevention of seasonal influenza as well as for the worldwide stockpiling for pandemic plans.”

“The global threat of a potential avian flu pandemic has challenged governments, public health
officials and the phermaceutical industry to join together in partnership for the purpose of
establishing 8 comprehensive plan to combat this deadly disease. Beyond this threat, seasonal
influenza outbreaks result in hundreds of thousands of deaths each year around the world, We have
ended our dispute with Roche in an effort to work together, with the utmost diligence, to address
this global public health need,” said John C. Manin, PhD, President and CEOQ, Gilead Sciences, *As
the inventor and the company that devised the manufacturing process for Tamiflu, Gilead looks
forward to partnering our expertise with that of Roche, serving as an additional resource to suppert

this important product.”

Roche has agreed to waive the pre-existing contractual cost of goods adjustments from all future
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royalty caloulstions, Gilead's royalty on net sales of Tamiflu is unchanged and will range from 14 to
22 percent, depending on the volume of sales in each year. Based on actusl sales for the first nine
months of 2005 and estimated pandemic sales for the fourth quarter, Gilead anticipates receiving e
blended royslty for Roche's full year 2005 Tamiflu sales in the range of 18 to 19 percent, As a result,
Roche will also pay Gilead 62.5 million US dollars in retroactive royalty adjustments to account for
the elimination of the cost of goods adjustment for 2004 and for the frst three quarters of 2005, In
addition, Gilead will vetain 18,2 million US dollars that had been peid by Roche under protest in
respect of disputed royalty calculations for sales in the period from 2001 through 2003,

About Tamiflu

Tamiflu (oseltamivir), the only oral antiviral for the treatment and prcvcntioh of influenza A and B,
was invented by Gilead and licensed to Roche in_ 1996. Tamifu is designed to be active against all
dinically relevant influenza viruses, When neuraminidase is inhibited, che virus is not able to spread
to and infect other cells in the body, Key international research groups have demonstrated, using
snimal models of influenzs, that Tamiflu 1s effective against the avisn HSN1 strain circulating in the
Far East, As o result, more governments are stockpiling Tamiflu, therefore Roche is expanding a
collaborative production network to meet the increasing demand. So faz, Roche has received and/or
fulfilled orders from around 50 countries. The manufacturing process for Tamiflu Is complex and
lengthy. Additional information about Tamiflu is gvailable on the Internet

(wyavisoche comimed mblsamillu pdf).

About Gilead

Gilead Sciences is a biopharmaceutical company that discovers, develops and commercializes
innovative therapeutics in sreas of unmet medical need. The compeny’s mission is to advance the
care of patients suffering from life-threatening discases worldwide. Headquartered in Foster City,
Celifornia, Gilead has operations in North America, Burope and Australia. Additionel information
about Gilead Sciences is availsble on the Intemet (wrune.gilead.com).

About Roche
Headquartered in Basel, Switzerland, Reche is onc of the world's leading research-focused
healthcare groups in the Gelds of pharmaceuticals and disgnostics. As a supplier of innovative
_products and services for the early detection, prevention, diegnosis and treatment of diseases, the
Group contributes on a broad range of fronts to improving people’s health and quality of life.
Roche is a world leader in diagnostics, the leading supplier of drugs for cancer and transplantation
and a market leader in virology. In 2004 sales by the Pharmaceuticals Division totalled 21.7 billion
Swiss francs, while the Disgnostics Division posted ssles 0£7.8 billion Swiss francs, Roche employs




roughly 65,000 people in 150 countries and has R&D agreements and strategic alliances with
numerous panners, including majority ownership interests in Genentech and Chugei. Additional
information about the Roche Group is available on the Internet (wacwrochecom).

All crademnarke used or mentioned in chis release are protecred by law,

Further information

- Roche Health Kiosk, Influenza: wiyw healthjSosk chyistart_grip hitm

- WHO =~ avian flu: www.wha,int/mediscentre/fastaheets/avian_influenzalen/
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Bonviva intravenous injection for postmenopausal osteoporosis confirmed
effective over 2 years
Potential to bring benefits of bisphosphonate therapy to more women

An intravenous (I.V,) injection of the new osteoporosis drug called Bonviva (ibandronate),

~ administered every two or three months, has been shown to be highly effective and well- tolerated

over two years', These results, from the DIVA study, were presented st the annual meeting of the
American College of Rheumatology in San Diego, USA and suggest that the 1.V, formulation of
ibandronate may offer an effective altemative for a select group of women with postmenopausal

osteoporosis who are unable to take oral bisphosphonates.

Plerre Delmes, Professor of Medicine and Rheumatology and Director of the INSERM Research
Unit in Lyon commented on the implication of these results: “These findings are very exciting, as
they confirm Bonviva V. injection hag the potential to bring the long term bone strengthening
benefits of bisphosphonate therapy to those women who are unable to stay upright for the
required length of time” or have another medical condition which means they are unable to take
an oral bisphosphonate. In addition, the clinician can be certain that the patient receives a

therapeutic dose as part of sn ongoing treatment regimen.”

DIVA (Dosing IntraVenous Administration) studied the efficacy, safety and tolerability of two
novel 1.V, regimens - 2mg every two months or 3mg every three months, When compared to the
once- delly oral formulation of ibandronate (which in previous studies has been shown to reduce
the risk of vertebra! fracture in women with postmenopausal osteoporosis by 6296 oves three | |
yeers) both LV, ibandronate regimens:
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¢ Demonstrated significantly grester increases in bone minerssal density (BMD) at the
lumbar spine ‘
¢ Showed consistently greater increases in BMD at ell hip sites measured
*  Were well-tolerated, with similar overall rates of adverse events
The most common side effects for 1.V. ibandronate were bone, muscle or joint pain, flu-like
illness and headache.! Ibandronate L.V, injection is administered as a 15-30 second injection,

Regulatory files have been submitted to both the US and the Europesn Union Heslth Authorities,

This announcement comnes soon after the EU Commission granted marketing authorization
(Septembes 15™) for the unique once-monthly oral formulation of Bonvivs. A;oproval was based
on the 2-year results of a phase 11l study celled MOBILE (Monthly Oral {Bandronate In LadiEs).
These results are also being presented at the ACR meeting. The 2-year results from MOBILE show
that the monthly dose of Bonviva provides a significantly superior increase in BMD at the lumbar
spine compared to the daily dose. The monthly dose of Bonviva was also well tolerated, which is
en important consideration for women taking medication for the long-term.?

Both the monthly oral end 1.V, formulations represent important sdvances in the trestment of
osteoporosis, as many patients discontinue daily and weekly osteoporosis therapy for convenience
reasons. This may help to explain why more than helf the patients with postmenopausal
osteoporosis stop taking their once-daily or once-weekly bisphosphonste treatment within a year®,
foregoing the bone-building benefits these drugs can only provide over time.

About Bonviva L.V, injection : ‘

The regulatory submissions for Bonviva L.V.injection include the first year results of the DIVA
study, released in July 2004, The NDA for Boniva LV, injection was submitted 10 the FDA in the
US in December 2004, The MAA for Bonviva 1,V, injection was submitted to the EMEA in Burope
in April 2005, Bonviva .V, injection is sdministered as a 15-30 second injection, making it simple

and convenient for adminlistration.,

About DIVA

DIVA (Dosing IntraVenous Administration) is 8 multinational, randomised, double-blind, active
control multicentre study in 1,395 women with postmenopausal osteoporosis aged between 55
snd 80 years of age, DIVA sims to compare the safety, efficacy and tolerability of the approved
oral daily ibandronate 2.5mg regimen with two novel 1V. regimens: 2mg every two months and
3mpg every three months, with lumbar spine BMD at one year as the primary endpoint.



The two-year findings from the study were presented at the ACR meeting. BMD at the lumbar
spine increased more in the 2mg and 3mg 1.V. dosing groups chan in the daily oral dosing group
(6.4 % and 6.3 % vs. 4,8 %, respectively), Asat 1 yehr, the LV, regimens were shown to be at least

" a9 good as the daily regimen (margin et year 2: 1.3%) and both LV, regimens were actually
superior (p<0,001) to the oral regimen. Substantial increases in bone density st the hip were slso
observed, and were also greater in the 1.V, groups than in the oral daily regimen (3.4 9 and 3.1 %
Vs, 2.2%, respectively), Clinically relevant decreases in bone breakdown (as measured by the
biochemical marker of bone resorption, serum CTX) were observed in all three treatment groups.
Both LV. regimens were well tolerated.

About MOBILE

MOEILE (Meonthly Oral iBandronate In LadiEs) is s randomised, double-blind trial comparing
the efficacy and safery of monthly oral doses of ibandronate (100mg on 8 single day; 100mg as
separate 50mg doses on two consecutive days; or 150mg on a single day) versus the oral daily
regimen (2.5mg), approved by the FDA and European Commission, in 1,609 wornen with
postmenopeusal osteoporosis, The primary endpoint was analysed at 1 year, One year results from
MOBEILE were recently published in the Journal of Bone and Mineral Research and full two year
results were presented at the Annual European Congress of Rheumatology, Vienna, Austria 8-11
June 2005,

Roche/GSK Collaboration

In December 200}, F. Hoffmann-La Roche Ltd (Roche) and GlaxoSmichKline (GSK) announced
their plans to co-develop and co-promote Bonviva for the treatment and prevention of
postmenopsusal csteoperosis in a number of major markets, excluding Japan. The Roche/GSK
collaboration provides expertise and commitment to bringing new osteoporosis therapies to
market as quickly as possible.

About Roche _

Headquartered in Basel, Switzerland, Roche is one of the world’s leading research-focused
healthcare groups in the fields of pharmaceuticsls and diagnostics, As a supplier of innovative
products and services for the early detection, prevention, disgnosis and treatment of diseases, the
Group contributes on a broad range of fronts to improving people’s heaith and quality of life,
Roche is a world leader in diagnostics, the leading supplier of drugs for cancer and transplantation
and s market leader in virology. In 2004 sales by the Pharmaceuticals Division totalled 21.7 billion
Swiss francs, while the Diagnostics Division posted seles of 7.8 billion Swiss francs. Roche employs
roughly 65,000 people in 150 countries and has R&D agreements and strategic allisnces with



numerous pareners, including majority ownership interests in Genentech and Chugai. Additlonal
informstion about the Roche Group is available on the Internet (wwwooche.com),

About GSK :

GSK, one of the world’s leading research-based pharmaceutical and healthcare companies, is
committed to improving the quality of human life by enabling people to do more, feel better and
live longer,

All trademarks used or mencioned in this release are legally protected.

Further information;
Roche Health Kiosk, osteopososis: wwwhealth-kiosk chistart_osten htm
GSK website: wwiv 2sk.com ‘

"Bisphosphonares are raken sccording te 8 very gtrict treatment regime which {nvolves remaining oprighe and not
earing, drinking (except water) or taking other medications for a period of time before and after the therspy hat been
taken, :
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